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FIG.2B 



10 30 50 

ATCAAAGGCAGGGCATACTTCCTGTTGCCCAGACCTTATATAAAACGTCATGTTCGCCTG 

70 90 110 

GGCAGCAGAGAAGCACCTAGCACTGGCCCAGCGGCTGCCGCCTGAGGTTTCCAGAGGACC 

130 150 170 
ACAATGAACAAGTGGCTGTGCTGTGCACTCCTGGTGTTCTTGGACATCATTGAATGGACA 
W N K W h C C A I> h V F h D I I E w T 

190 210 230 

ACCCAGGAAACCTTTCCTCCAAAATACTTGCATTATGACCCAGAAACCGGACGTCAGCTC 
TO E TFPPKYLHYDPETGRQL 

250 270 290 

TTGTGTGACAAATGTGCTCCTGGCACCTACCTAAAACAGCACTGCACAGTCAGGAGGAAG 
LCDKCAPGTYLKQHCTVRRK 

310 330 350 

ACACTGTGTGTCCCTTGCCCTGACTACTCTTATACAGACAGCTGGCACACGAGTGATGAA 
TLCVPCPDYSYTDSWHTSDE 

370 390 410 

TGCGTGTACTGCAGCCCCGTGTGCAAGGAACTGCAGACCGTGAAACAGGAGTGCAACCGC 

CVYCSPVCKELQTVKQECHR 
430 450 470 

ACCCACAACCGAGTGTGCGAATGTGAGGAAGGGCGCTACCTGGAGCTCGAATTCTGCTTG 
THNRVCECEEGRYLELEFCL 

490 510 530 

AAGCACCGGAGCTGTCCCCCAGGCTTGGGTGTGCTGCAGGCTGGGACCCCAGAGCGAAAC 
KHRSCPPGLGVLQAGTPERN 

550 570 590 

ACGGTTTGCAAAAGATGTCCGGATGGGTTCTTCTCAGGTGAGACGTCATCGAAAGCACCC 
TVCKRCPDGFFSGETSSKAP 

610 630 650 

TGTAGGAAACACACCAACTGCAGCTCACTTGGCCTCCTGCTAATTCAGAAAGGAAATGCA 
CRKHTHCSSLGLLLIQKGHA 

670 690 710 

ACACATGACAATGTATGTTCCGGAAACAGAGAAGCAACTCAAAATTGTGGAATAGATGTC 
THDNVCSGNREATQNCGIDV 

730 750 770 

ACCCTGTGCGAAGAGGCATTCTTCAGGTTTGCTGTGCCTACCAAGATTATACCGAATTGG 
TLCEEAFFRFAVPTKIIPNW 

790 810 830 

CTGAGTGTTCTGGTGGACAGTTTGCCTGGGACCAAAGTGAATGCAGAGAGTGTAGAGAGG 
LSVLVDSLPGTKVNAESVER 

850 870 890 

ATAAAACGGAGACACAGCTCGCAAGAGCAAACTTTCCAGCTACTTAAGCTGTGGAAGCAT 
IKRRHSSQEQTFQLLKLWKH 

910 930 950 

CAAAACAGAGACCAGGAAATGGTGAAGAAGATCATCCAAGACATTGACCTCTGTGAAAGC 
QNRDQEMVKKI IQDIDLCES 

970 990 1010 

AGTGTGCAACGGCATATCGGCCACGCGAACCTCACCACAGAGCAGCTCCGCATCTTGATG 
SVQRHIGHAHLTTEQLRILM 
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FIG.2C 



1030 1050 1070 

GAGAGCTTGCCTGGGAAGAAGATCAGCCCAGACGAGATTGAGAGAACGAGAAAGACCTGC 
ESLPGKKISPDEIERTRKTC 

1090 1110 1130 

AAACCCAGCGAGCAGCTCCTGAAGCTACTGAGCTTGTGGAGGATCAAAAATGGAGACCAA 
KPSEQLLKLLSLWRIKNGDQ 

1150 1170 1190 

GACACCTTGAAGGGCCTGATGTACGCACTCAAGCACTTGAAAGCATACCACTTTCCCAAA 
D TLKGLMYALKHLKAYHFPK 

1210 1230 1250 

ACCGTCACCCACAGTCTGAGGAAGACCATCAGGTTCTTGCACAGCTTCACCATGTACCGA 
TVTHSLRKTIRFLHSFTMYR 

1270 1290 1310 

TTGTATCAGAAACTCTTTCTAGAAATGATAGGGAATCAGGTTCAATCAGTGAAGATAAGC 
LYQKLFLEMI GNQVQSVKIS 

1330 1350 1370 

TGCTTATAGTTAGGAATGGTCACTGGGCTGTTTCTTCAGGATGGGCCAACACTGATGGAG 
C L 

1390 1410 1430 

CAGATGGCTGCTTCTCCGGCTCTTGAAATGGCAGTTGATTCCTTTCTCATCAGTTGGTGG 

1450 1470 1490 

GAATGAAGATCCTCCAGCCCAACACACACACTGGGGAGTCTGAGTCAGGAGAGTGAGGCA 

1510 1530 1550 

GGCTATTTGATAATTGTGCAAAGCTGCCAGGTGTACACCTAGAAAGTCAAGCACCCTGAG 

1570 1590 1610 

AAAGAGGATATTTTTATAACCTCAAACATAGGCCCTTTCCTTCCTCTCCTTATGGATGAG 

1630 1650 1670 

TACTCAGAAGGCTTCTACTATCTTCTGTGTCATCCCTAGATGAAGGCCTCTTTTATTTAT 

1690 1710 1730 

1750 1770 ^ — ^^^^ 

GTGCTCTACCACTGAGCTAAATCTCCAACCCCTGAAGGCCTCTTTCTTTCTGCCTCTGAT 

1810 1830 1850 

AGTCTATGACATTCTTTTTTCTACAATTCGTATCAGGTGCACGAGCCTTATCCCATTTGT 

1870 1890 1910 

AGGTTTCTAGGCAAGTTGACCGTTAGCTATTTTTCCCTCTGAAGATTTGATTCGAGTTGC 

1930 1950 1970 

AGACTTGGCTAGACAAGCAGGGGTAGGTTATGGTAGTTTATTTAACAGACTGCCACCAGG 

1990 2010 2030 

AGTCCAGTGTTTCTTGTTCCTCTGTAGTTGTACCTAAGCTGACTCCAAGTACATTTAGTA 

2050 2070 2090 

TGAAAAATAATCAACAAATTTTATTCCTTCTATCAACATTGGCTAGCTTTGTTTCAGGGC 

2110 2130 2150 

ACTAAAAGAAACTACTATATGGAGAAAGAATTGATATTGCCCCCAACGTTCAACAACCCA 

2170 2190 2210 

ATAGTTTATCCAGCTGTCATGCCTGGTTCAGTGTCTACTGACTATGCGCCCTCTTATTAC 

2230 2250 2270 

TGCATGCAGTAATTCAACTGGAAATAGTAATAATAATAATAGAAATAAAATCTAGACTCC 

2290 2310 2330 

ATTGGATCTCTCTGAATATGGGAATATCTAACTTAAGAAGCTTTGAGATTTCAGTTGTGT 

2350 2370 2390 

TAAAGGCTTTTATTAAAAAGCTGATGCTCTTCTGTAAAAGTTACTAATATATCTGTAAGA 

2410 2430 
CTATTACAGTATTGCTATTTATATCCATCCAG 
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FIG.6A 



FIG.6B 



FIG.6C 
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FIG.6D 
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FIG. 61 




FIG.6J 
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FIG.7C 



FIG.7D 
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FIG.7E 



FIG.7F 




FIG.7G 



FIG.7H 
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FIG.9A 



10 30 50 

CCTTATATAARACGTCATGATTGCCTGGGCTGCAGAGACGCACCTAGCACTGACCCAGCG 

70 90 110 

GCTGCCTCCTGAGGTTTCCCGAGGACCACAATGAACAAGTGGCTGTGCTGCGCACTCCTG 

U U K U L C C ALL 

130 150 170 

GTGCTCCTGGACATCATTGAATGGACAACCCAGGAAACCCTTCCTCCAAAGTACTTGCAT 
Y L Li D I I E W T T O P. TLPPKYLH 

190 210 230 

TATGACCCAGAAACTGGTCATCAGCTCCTGTGTGACAAATGTGCTCCTGGCACCTACCTA 
YDPETGHQLLCDKCAPGTYL 

250 270 290 

AAACAGCACTGCACAGTGAGGAGGAAGACATTGTGTGTCCCTTGCCCTGACCACTCTTAT 
KQHCTVRRKTLCVPCPDHSY 

310 330 350 

ACGGACAGCTGGCACACCAGTGATGAGTGTGTGTATTGCAGCCCAGTGTGCAAGGAACTG 
TDSWHTSDECVYCSPVCKEL 

370 390 410 

CAGTCCGTGAAGCAGGAGTGCAACCGCACCCACAACCGAGTGTGTGAGTGTGAGGAAGGG 
QSVKQECURTHNRVCECEEG 

430 450 470 

CGTTACCTGGAGATCGAATTCTGCTTGAAGCACCGGAGCTGTCCCCCGGGCTCCGGCGTG 
RYLEIEFCLKHRSCPPGSGV 

490 510 530 

GTGCAAGCTGGAACCCCAGAGCGAAACACAGTTTGCAAAAAATGTCCAGATGGGTTCTTC 
VQAGTPERNTVCKKCPDGFF 

550 570 590 

TCAGGTGAGACTTCATCGAAAGCACCCTGTATAAAACACACGAACTGCAGCACATTTGGC 
SGETSSKAPCIKHTMCSTFG 

610 630 650 

CTCCTGCTAATTCAGAAAGGAAATGCAACACATGACAACGTGTGTTCCGGAAACAGAGAA 
LLLIQKGHATHDNVCSGNRE 

670 690 710 

GCCACGCAAAAGTGTGGAATAGATGTCACCCTGTGTGAAGAGGCCTTCTTCAGGTTTGCT 
ATQKCG IDVTLCEEAFFRF A 

730 750 770 

GTTCCTACCAAGATTATACCAAATTGGCTGAGTGTTTTGGTGGACAGTTTGCCTGGGACC 
VPTKI IPNWLSVLVDSLPGT 
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FIG.9B 



790 810 830 

AAAGTGAATGCCGAGAGTGTAGAGAGGATAAAACGGAGACACAGCTCACAAGAGCAAACC 
KVNAESVERIKRRHSSQEQT 

850 870 890 

TTCCAGCTGCTGAAGCTGTGGAAACATCAAAACAGAGACCAGGAAATGGTGAAGAAGATC 
FQLLKLWKHQNRDQEMVKKI 

910 930 950 

ATCCAAGACATTGACCTCTGTGAAAGCAGCGTGCAGCGGCATCTCGGCCACTCGAACCTC 
IQDIDLCESSVQRHLGHSML 

970 990 1010 

ACCACAGAGCAGCTTCTTGCCTTGATGGAGAGCCTGCCTGGGAAGAAGATCAGCCCAGAA 
TTEQLLALMESLPGKKISPE 

1030 1050 1070 

GAGATTGAGAGAACGAGAAAGACCTGCAAATCGAGCGAGCAGCTCCTGAAGCTACTCAGT 
EIERTRKTCKSSEQLLKLLS 
1090 1110 1130 

TTATGGAGGATCAAAAATGGTGACCAAGACACCTTGAAGGGCCTGATGTATGCCCTCAAG 
LiWRI KNGDQDTLKGLMYALK 

1150 1170 1190 

CACTTGAAAACATCCCACTTTCCCAAAACTGTCACCCACAGTCTGAGGAAGACCATGAGG 
HLKTSHPPKTVTHSLRKTMR 

1210 1230 1250 

TTCCTGCACAGCTTCACAATGTACAGACTGTATCAGAAGCTCTTTTTAGAAATGATAGGG 
FLHSFTMYRLYQKLFLEMI G 
1270 1290 1310 

AATCAGGTTCAATCCGTGAAAATAAGCTGCTTATAACTAGGAATGGTCACTGGGCTGTTT 
NQVQSVKISCL 



CTTCA 
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FIG.9C 



10 30 50 

GTATATATAACGTGATGAGCGTACGGGTGCGGAGACGCACCGGAGCGCTCGCCCAGCCGC 

70 90 110 

CGYCTCCAAGCCCCTGAGGTTTCCGGGGACCACAATGAACAAGTTGCTGTGCTGCGCGCT 

M U K L L C C A L 

130 150 170 

CGTGTTTCTGGACATCTCCATTAAGTGGACCACCCAGGAAACGTTTCCTCCAAAGTACCT 

V E L D I S I K W X X 0 E T F P P K Y L 

190 210 230 

TCATTATGACGAAGAAACCTCTCATCAGCTGTTGTGTGACAAATGTCCTCCTGGTACCTA 
HYDEETSHQLLCDKCPPGTY 
250 270 290 

CCTAAAACAACACTGTACAGCAAAGTGGAAGACCGTGTGCGCCCCTTGCCCTGACCACTA 
LKQHCTAKWKTVCAPCPDHY 
310 330 350 

CTACACAGACAGCTGGCACACCAGTGACGAGTGTCTATACTGCAGCCCCGTGTGCAAGGA 
YTDSWHTSDECLYCSPVCKE 
370 390 410 

GCTGCAGTACGTCAAGCAGGAGTGCAATCGCACCCACAACCGCGTGTGCGAATGCAAGGA 
LQYVKQECHRTHNRVCECKE 
.430 450 470 

AGGGCGCTACCTTGAGATAGAGTTCTGCTTGAAACATAGGAGCTGCCCTCCTGGATTTGG 
GRYLEIEFCLKHRSCPPGFG 
490 510 530 

AGTGGTGCAAGCTGGAACCCCAGAGCGAAATACAGTTTGCAAAAGATGTCCAGATGGGTT 
VVQAGTPERNTVCKRCPDGF 
550 570 590 

CTTCTCAAATGAGACGTCATCTAAAGCACCCTGTAGAAAACACACAAATTGCAGTGTCTT 
FSMETSSKAPCRKHTMCSVF 
610 630 650 

TGGTCTCCTGCTAACTCAGAAAGGAAATGCAACACACGACAACATATGTTCCGGAAACAG 
GLLLTQKGHATHDNICSGNS 
670 690 710 

TGAATCAACTCAAAAATGTGGAATAGATGTTACCCTGTGTGAGGAGGCATTCTTCAGGTT 
ESTQKCG IDVTLCEEAFFRF 
730 750 770 

TGCTGTTCCTACAAAGTTTACGCCTAACTGGCTTAGTGTCTTGGTAGACAATTTGCCTGG 
AVPTKFTPNWLSVLVDNLPG 
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FIG.9D 



790 810 830 

CACCAAAGTAAACGCAGAGAGTGTAGAGAGGATAAAACGGCAACACAGCTCACAAGAACA 
TKVNAESVERIKRQHSSQEQ 
850 870 890 

GACTTTCCAGCTGCTGAAGTTATGGAAACATCAAAACAAAGACCAAGATATAGTCAAGAA 
TFQLLKLWKHQNKDQDIVKK 
910 930 950 

GATCATCCAAGATATTGACCTCTGTGAAAACAGCGTGCAGCGGCACATTGGACATGCTAA 
IIQDIDLCENSVQRHIGHAM 
970 990 1010 

CCTCACCTTCGAGCAGCTTCGTAGCTTGATGGAAAGCTTACCGGGAAAGAAAGTGGGAGC 
L TFEQLRSLMESLPGKKVGA 
1030 1050 1070 

AGAAGACATTGAAAAAACAATAAAGGCATGCAAACCCAGTGACCAGATCCTGAAGCTGCT 
EDIEKTIKACKPSDQILKLL 
1090 1110 1130 

CAGTTTGTGGCGAATAAAAAATGGCGACCAAGACACCTTGAAGGGCCTAATGCACGCACT 
SLWRIKNGDQDTLKGLMHAL 
1150 1170 1190 

AAAGCACTCAAAGACGTACCACTTTCCCAAAACTGTCACTCAGAGTCTAAAGAAGACCAT 
KHSKTYHFPKTVTQSLKKTI 
1210 1230 1250 

CAGGTTCCTTCACAGCTTCACAATGTACAAATTGTATCAGAAGTTATTTTTAGAAATGAT 
RFLHSFTMYKLYQKLFLEMI 
1270 1290 1310 

AGGTAACCAGGTCCAATCAGTAAAAATAAGCTGCTTATAACTGGAAATGGCCATTGAGCT 
GNQVQSVKISCL 
1330 1350 
GTTTCCTCACAATTGGCGAGATCCCATGGATGATAA 
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FIG.13A 
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FIG.14B 
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FIG.16A 
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FIG.16B 

Tb 0.5 1 2 4 6 12 hr Tb 0.5 I 2 4 6 12 hr 



Reducing 



-55 K 



9i»i 



monomer 



OSTEOPROTEGERIN 
Boyle, et at 

USSN: 10/762,159 Sheet 33 of 46 



FIG. 17 
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* Different to PBS, p < 0.05 
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FIG.23A 
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FIG.23C 
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* Different to control p < 0.01 
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FIG.26A FIG. 26. B 
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* Different to OVX p < 0.05 



